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TI Upregulation of vascular endothelial growth factor by cobalt 

chloride-simulated hypoxia is mediated by persistent induction of 
cyclooxygenase-2 in a metastatic human prostate cancer cell 
line . 

AU Liu X H; Kirschenbaum A; Yao S; Stearns M E; Holland J F; Claffey K; 
Levine A C 

CS Department of Medicine, Mount Sinai School of Medicine, New York, NY 
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SO Clinical & experimental metastasis, (1999) 17 (8) 687-94. 
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Entered Medline: 20000817 
AB Upregulation of vascular endothelial growth factor (VEGF) expression 



induced by hypoxia is crucial event leading to neovascularization. 
Cyclooxygenase-2, an inducible enzyme that catalyzes the formation of 
prostaglandins (PGs) from arachidonic acid, has been demonstrated to be 
induced by hypoxia and play role in angiogenesis and metastasis. 
To investigate the potential effect of COX-2 on hypoxia- induced VEGF 
expression in prostate cancer. We examined the relationship 
between COX-2 expression and VEGF induction in response to cobalt chloride 
(CoC12) -simulated hypoxia in three human prostate cancer cell 
lines with differing biological phenotypes. Northern blotting and ELISA 
revealed that all three tested cell lines constitutively expressed VEGF 
mRNA, and secreted VEGF protein to different degrees (LNCaP > PC-3 > 
PC3ML) . However, these cell lines differed in the ability to produce VEGF 
in the presence of CoC12 -simulated hypoxia. CoC12 treatment resulted in 
40% and 75% increases in VEGF mRNA, and 50% and 95% in protein secretion 
by LNCaP and PC-3 cell lines, respectively. In contrast, PC-3ML cell 
line, a PC-3 subline with highly invasive, metastatic phenotype, exhibits 
a dramatic upregulation of VEGF, 5. 6- fold in mRNA and 6. 3 -fold in protein 
secretion after treatment with CoCl2 . The upregulation of VEGF in PC-3ML 
cells is accompanied by a persistent induction of COX-2 mRNA (6.5-fold) 
and protein (5-fold) . Whereas COX-2 expression is only transiently 
induced in PC-3 cells and not affected by CoC12 in LNCaP cells. Moreover, 
the increases in VEGF mRNA and protein secretion induced by CoCl2 in 
PC-3ML cells were significantly suppressed following exposure to NS398, a 
selective COX-2 inhibitor. Finally, the 

effect of COX-2 inhibition on CoC12 -induced VEGF production was reversed 



by the treatment with exogenous PGE2 . Our data demonstrate that VEGF 
induction by cobalt chloride-simulated hypoxia is maintained by a 
concomitant, persistent induction of COX-2 expression and sustained 
elevation of PGE2 synthesis in a human metastatic prostate cancer 
cell line, and suggest that COX-2 activity, reflected by PGE2 production, 
is involved in hypoxia -induced VEGF expression, and thus, modulates 
prostatic tumor angiogenesis . 
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TI COX-2 inhibitors. A new class of 

antiangiogenic agents. 
AU Masferrer J L; Koki A; Seibert K 

CS Discovery Pharmacology and Analytical Sciences Center, G.D. 

Searle/Monsanto Company, St. Louis, Missouri 63167, USA. . 

j lmasf ©monsanto . com 
SO Annals of the New York Academy of Sciences, (1999) 889 84-6. 
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AB The formation of new blood vessels by angiogenesis to provide 

adequate blood supply is a key requirement for the growth of many tumors. 
While normal blood vessels expressed the COX-1 enzyme, new angiogenic 
endothelial cells expressed the inducible COX-2. We evaluated the role of 
COX inhibitors in the mouse corneal micropocket assay in which 
angiogenesis is driven by the addition of a Hydron pellet 

containing basic fibroblast growth factor (bFGF) . Neovascular areas were 
measured with a slit lamp five days after pellet implantation into the 
corneal stroma. All animals containing implants with bFGF (90 ng) 
developed intensive areas of neovascularization, whereas the controls 
implanted with the Hydron pellet alone did not. Indomethacin (a 
nonselective COX-l/COX-2 inhibitor) and 

SC-236 (a COX-2-selective inhibitor) inhibited angiogenesis in a 
dose -dependent manner. Importantly, the indomethacin- treated mice 
developed severe gastrointestinal toxicity at the efficacious dose of 3 
mg/kg/day. By contrast, gastrointestinal lesions were not observed, and 
platelet COX-1 activity was unaffected, at anti -angiogenic doses of SC-236 
(1-6 mg/kg/day) . Furthermore, a COX-l-selective inhibitor, SC-560, was 
ineffective at doses up to 10 mg/kg, a dose that completely blocked 
platelet COX-1 activity in these mice. SC-236 was also effective in 
reducing angiogenesis driven by bFGF, vascular endothelium 
growth factor (VEGF), or carrageenan in the matrigel rat model. Finally, 
in several tumor models, SC-236 consistently and effectively inhibited 
tumor growth and angiogenesis. This novel antiangiogenic 
activity of COX-2 inhibitors indicates their 
potential therapeutic utility in several types of cancer. 
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TI Cyclooxygenase inhibitors suppress angiogenesis and reduce tumor 
growth in vivo . 

AU Sawaoka H; Tsuji S; Tsujii M; Gunawan E S; Sasaki Y; Kawano S; Hori M 

CS Department of Internal Medicine and Therapeutics, Oska University Graduate 



School of Medicine, Suita, Japan. 
SO Laboratory investigation; a journal of technical methods and pathology, 
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AB Angiogenesis plays a key role in the development of malignant 

tumors. To clarify the roles of cyclooxygenase (COX) in malignant tumor 
development and angiogenesis, we investigated the effects of COX 
inhibitors on two kinds of gastrointestinal cancer xenograft, 
one of which overexpresses COX-2 and the other expresses no COX, in nude 
mice in vivo. There was a positive correlation between tumor volume and 
angiogenesis within the xenograft. Oral administration with a 
specific COX-2 or a nonspecific COX inhibitors lowered the expression of 
potent angiogenic factors; vascular endothelial growth factor and basic 
fibroblast growth factor, reduced angiogenesis and growth, 
induced apoptosis, and suppressed cell replication of the COX-2 
overexpressing cancer xenografts in a dose -dependent manner. A 
nonspecific COX inhibitor, not a specific COX-2 
inhibitor, reduced growth and angiogenesis of non-COX 
expressing cancer xenograft by inhibition of COX-1 in vascular 
endothelial cells. These results demonstrate that COX inhibitors suppress 
angiogenesis and tumor growth by inhibiting expression of 

angiogenic factors and vascular endothelial cell growth. They support the 
hypothesis that COX plays an important role in cancer growth via 
angiogenesis. These findings offer a new strategy against 
cancer using COX inhibitors (nonsteroidal anti- inflammatory 
drugs) . 
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TI A selective cyclooxygenase -2 inhibitor suppresses tumor growth in nude 
mouse xenografted with human head and neck squamous carcinoma cells. 

AU Nishimura G; Yanoma S; Mizuno H; Kawakami K; Tsukuda M 

CS Department of Otorhinolaryngology, Yokohama City University School of 
Medicine. . go_c@med.yokohama-cu.ac.jp 

SO Japanese journal of cancer research : Gann, (1999 Oct) 90 (10) 
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AB The anti-tumor effect of a selective cyclooxygenase (COX) - 

2 inhibitor, JTE-522, was examined with the human head 

and neck squamous cell carcinoma cell line KB. KB cells do not produce 
prostaglandin (PG)-E2. In vitro, JTE-522 induced an increase of Gl 
phase-arrested cells, suppression of platelet-derived growth factor (PDGF) 
production and inhibition of telomerase activity. No cytotoxic effect was 
detected. In vivo, the growth of the tumor xenografted into nude mice was 
significantly suppressed by JTE-522. Suppression of angiogenesis 
at the periphery of the tumor, increase of Gl-arrested cells and 
suppression of telomerase activity were observed, together with an 



increase of apoptotic cell death in the tumor. Immunological enhancement 
did not play a role. We concluded that the anti-tumor effect of JTE-522 
was caused by anti-angiogenesis action, cell cycle 

arrest and inhibition of telomerase activity of the tumor cells. These 
combined effects might induce apoptosis. 
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CM Comment in: Nat Med. 1999 Dec ; 5 ( 12 ) : 1348 - 9 . PubMed ID: 10581068 
AU Jones M K; Wang H; Peskar B M; Levin E; Itani R M; Sarfeh I J; Tarnawski A 
S 

CS Department of Medicine, Veterans Affairs Medical Center, 5901 East Seventh 

Street, Long Beach, California 90822, USA. 
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AB Angiogenesis, the formation of hew capillary blood vessels, is 

essential not only for the growth and metastasis of solid tumors, but also 
for wound and ulcer healing, because without the restoration of blood 
flow, oxygen and nutrients cannot be delivered to the healing site. 
Nonsteroidal anti -inflammatory drugs (NSAIDs) such as aspirin, 
indomethacin and ibuprofen are the most widely used drugs for pain, 
arthritis, cardiovascular diseases and, more recently, the prevention of 
colon cancer and Alzheimer disease. However, NSAIDs produce 
gastroduodenal ulcers in about 25% of users (often with bleeding and/or 
perforations) and delay ulcer healing, presumably by blocking 
prostaglandin synthesis from cyclooxygenase (COX) -1 and COX-2 (reference 10) . 
The hypothesis that the gastrointestinal side effects of NSAIDs result 
from inhibition of COX-1, but not COX-2 (reference 11) , prompted the 
development of NSAIDs that selectively inhibit only COX-2 (such as 
celecoxib and rofecoxib) . Our study demonstrates that both selective and 
nonselective NSAIDs inhibit angiogenesis through direct effects 
on endothelial cells. We also show that this action involves inhibition 
of mitogen-activated protein (MAP) kinase (ERK2) activity, interference 
with ERK nuclear translocation, is independent of protein kinase C and has 
prostaglandin-dependent and prostaglandin- independent components. 
Finally, we show that both COX-1 and COX-2 are important for the 
regulation of angiogenesis. These findings challenge the 
premise that selective COX-2 inhibitors will 

not affect the gastrointestinal tract and ulcer/wound healing. 
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TI Cyclooxygenase regulates angiogenesis induced by colon 
cancer cells. 
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AB To explore the role of cyclooxygenase (COX) in endothelial cell migration 
and angiogenesis, we have used two in vitro model systems 
involving coculture of endothelial cells with colon carcinoma cells. 
COX-2 -overexpressing cells produce prostaglandins, proangiogenic factors, 
and stimulate both endothelial migration and tube formation, while control 
cells have little activity. The effect is inhibited by antibodies to 
combinations of angiogenic factors, by NS-398 (a selective COX- 
2 inhibitor) , and by aspirin. NS-398 does not inhibit 
production of angiogenic factors or angiogenesis induced by 
COX-2 -negative cells. Treatment of endothelial cells with aspirin or a 
COX-1 antisense oligonucleotide inhibits COX-1 activity/expression and 
suppresses tube formation. Cyclooxygenase regulates colon 
carcinoma- induced angiogenesis by two mechanisms: COX-2 can 
modulate production of angiogenic, factors by colon cancer cells, 
while COX-1 regulates angiogenesis in endothelial cells. 
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angiogenesis: findings on COX-1 and COX-2 
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DRWN 2 Drawing Figure (s); 2 Drawing Page(s) 
LN.CNT 2009 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel 2 , 4 , 5 -triaryl substituted imidazole compounds and compositions for 

use in therapy of CSBP/RK/p38 mediated diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a compound of the following formula: ##STR1## 

or the pharmaceutically acceptable salts thereof wherein Z is OH, Cl-6 
alkoxy, --NR2R3 or heterocycle; Q is selected from the following: (a) an 
optionally substituted phenyl, (b) an optionally substituted 6-membered 
monocyclic aromatic group containing one, two, three or four nitrogen 
atom(s) , (c) an optionally substituted 5-membered monocyclic aromatic 
group containing one heteroatom selected from O, S and N and optionally 
containing one, two or three nitrogen atom(s) in addition to said 
heteroatom, (d) an optionally substituted C3-7 cycloalkyl and (e) an 
optionally substituted benzo-fuzed heterocycle; Rl is hydrogen, Cl-4 
alkyl or halo; R2 and R3 are independently hydrogen, OH, Cl-4 alkoxy, 
Cl-4 alkyl or Cl-4 alkyl substituted with halo, OH, Cl-4 alkoxy or CN; X 
is independently selected from H, halo, Cl-4 alkyl, halo-substituted 
Cl-4 alkyl, OH, Cl-4 alkoxy, halo-substituted Cl-4 alkoxy, Cl-4 
alkylthio, N02, NH2 , di- (Cl-4 alkyl) amino and CN; and n is 0, 1, 2, 3 
and 4 . 

This invention also provides a pharmaceutical composition useful for the 
treatment of a medical condition in which prostaglandins are implicated 
as pathogens . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 






AB 


Novel 1,4,5 substituted imidazole compounds and compositions for use 



therapy as CSBP/p38 kinase inhibitors . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel 1 , 4 , 5-subsituted imidazole compounds and compositions for use in 

therapy as cytokine inhibitors . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel 1 , 4 , 5 -substituted imidazole 

compounds and compositions for use in therapy as CSBP/p38 inhibitors. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel pyridyl or pyrimidinyl substituted cycloalkenyl compounds and 

compositions for use in therapy. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB This invention provides a compound of the following formula: ##STR1## 

and the pharmaceutically acceptable salts thereof, wherein L is oxygen 
or sulfur; Y is a direct bond or C. sub. 1-4 alkylidene; Q is C. sub. 1-6 
alkyl, C. sub. 3-7 cycloalkyl, phenyl, naphthyl, heteroaryl or the like; 
R.sup.l is hydrogen, C. sub. 1-6 alkyl or the like; R.sup.2 is hydrogen, 
C. sub. 1-4 alkyl, C(0) R.sup.5 wherein R.sup.5 is C. sub. 1-22 alkyl or 
C. sub. 2-22 alkenyl, halosubstituted C. sub. 1-8 alkyl, halosubstituted 
C. sub. 2-8 alkenyl, - -Y- -C . sub .3-7 cycloalkyl, - -Y- -C . sub .3-7 
cycloalkenyl , phenyl, naphthyl, heteroaryl or the like; X is halo, 
C. sub. 1-4 alkyl, hydroxy, C. sub. 1-4 alkoxy or the like; and n is 0, 1, 2 
or 3, with the proviso that a group of formula --Y--Q is not methyl or 
ethyl when X is hydrogen; L is oxygen; R.sup.l is hydrogen; and R.sup.2 
is acetyl . 

This invention also provides a pharmaceutical composition useful for the 
treatment of a medical condition in which prostaglandins are implicated 
as pathogens . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a compound of the formula: ##STR1## 

or its pharmaceutically acceptable salt thereof, wherein A is partially 
unsaturated or unsaturated five membered heterocyclic, or partially 
unsaturated or unsaturated five membered carbocyclic, wherein the 
4- (sulf onyl) phenyl and the 4 -substituted phenyl in the formula (I) are 
attached to ring atoms of Ring A, which are adjacent to each other; 
R.sup.l is optionally substituted aryl or heteroaryl, with the proviso 
that when A is pyrazole, R.sup.l is heteroaryl; R.sup.2 is C. sub. 1-4 
alkyl, halo-substituted C. sub. 1-4 alkyl, C. sub. 1-4 alkylamino, C. sub. 1-4 
dialkylamino or amino; R.sup.3, R.sup.4 and R.sup.5 are independently 
hydrogen, halo, C. sub. 1-4 alkyl, halo-substituted C. sub. 1-4 alkyl or the 
like; or two of R.sup.3, R.sup.4 and R.sup.5 are taken together with 
atoms to which they are attached and form a 4-7 membered ring; R.sup.6 



and R.sup.7 are independently hydrogen, halo, C. sub. 1-4 alkyl, 
halo-substituted C. sub. 1-4 alkyl, C. sub. 1-4 alkoxy, C. sub. 1-4 alkylthio, 
C. sub. 1-4 alkylamino or N,N-di C. sub. 1-4 alkylamino; and m and n are 
independently 1, 2, 3 or 4 . This invention also provides a 
pharmaceutical composition useful for the treatment of a medical 
condition in which prostaglandins are implicated as pathogens. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel 1, 4 , 5 -substituted imidazole compounds and compositions for use in 

therapy. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula (I) as well as a 



method of treating cyclooxygenase-2 mediated diseases comprising 
administration to a patient in need of such treatment of a non-toxic 
therapeutically effective amount of a compound of Formula (I) . The 
invention also encompasses certain pharmaceutical compositions for 
treatment of cyclooxygenase-2 mediated diseases comprising compounds of 
Formula (I) . ##STR1## 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A compound of the formula ##STR1## wherein Z and Q are as defined in the 

specification, to pharmaceutical compositions containing them and to 
their medicinal use. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A compound of the formula ##STR1## wherein Q is as defined above, are 

useful in the treatment of a condition selected from the group 
consisting of arthritis (including osteoarthritis and rheumatoid 
arthritis), inflammatory bowel disease, Crohn's disease, emphysema, 
chronic obstructive pulmonary disease, Alzheimer's disease, organ 
transplant toxicity, cachexia, allergic reactions, allergic contact 
hypersensitivity, cancer, tissue ulceration, restenosis, 
periodontal disease, epidermolysis bullosa, osteoporosis, loosening of 
artificial joint implants, atherosclerosis (including atherosclerotic 
plaque rupture) , aortic aneurysm (including abdominal aortic aneurysm 
and brain aortic aneurysm) , congestive heart failure, myocardial 
infarction, stroke, cerebral ischemia, head trauma, spinal cord injury, 
neuro-degenerative disorders (acute and chronic) , autoimmune disorders, 
Huntington's disease, Parkinson's disease, migraine, depression, 
peripheral neuropathy, pain, cerebral amyloid angiopathy, nootropic or 
cognition enhancement, amyotrophic lateral sclerosis, multiple 
sclerosis, ocular angiogenesis , corneal injury, macular 
degeneration, abnormal wound healing, burns, diabetes, tumor invasion, 
tumor growth, tumor metastasis, corneal scarring, scleritis, AIDS, 
sepsis and septic shock. In addition, the compounds of the present 
invention may be used in combination therapy with standard non-steroidal 
anti-inflammatory drugs (NSAID'S) and analgesics, and in combination 
with cytotoxic drugs such as adriamycin, daunomycin, cis -platinum, 
etoposide, taxol, taxotere and other alkaloids, such as vincristine, in 
the treatment of cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of formula (I) useful in 

the treatment of cyclooxygenase-2 mediated diseases. The invention also 
encompasses certain pharmaceutical compositions for treatment of 
cyclooxygenase-2 mediated diseases comprising compounds of formula (I) . 
##STR1## 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula I as well as a 

method of treating cyclooxygenase-2 mediated diseases comprising 
administration to a patient in need of such treatment of a non-toxic 
therapeutically effective amount of a compound of Formula I. ##STR1## 
The invention also encompasses certain pharmaceutical compositions for 
treatment of cyclooxygenase-2 mediated diseases comprising compounds of 
Formula I . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula I as well as a 

method of treating cyclooxygenase-2 mediated diseases comprising 
administration to a patient in need of such treatment of a non-toxic 
therapeutically effective amount of a compound of Formula I. ##STR1## 
The invention also encompasses certain pharmaceutical compositions for 
treatment of cyclooxygenase-2 mediated diseases comprising compounds of 
Formula I . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula I as well as a 

method of treating COX-2 mediated diseases comprising administration to 
a patient in need of such treatment of a non-toxic therapeutically 
effective amount of a compound of Formula I. The invention also 
encompasses certain pharmaceutical compositions for treatment of COX-2 
mediated diseases comprising compounds of Formula I. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel heterocyclo- substituted imidazopyrazines and salts thereof, 

pharmaceutical compositions containing such compounds, and methods of 
using such compounds in the treatment of protein tyrosine 
kinase-associated disorders such as immunologic disorders. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula A that is useful 

in the treatment of cyclooxygenase-2 mediated diseases. ##STR1## The 
invention also encompasses certain pharmaceutical compositions for 
treatment of cyclooxygenase-2 mediated diseases comprising compounds of 
Formula A. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula I useful in the 

treatment of cyclooxygenase-2 mediated diseases. ##STR1## The invention 
also encompasses certain pharmaceutical compositions for treatment of 
cyclooxygenase-2 mediated diseases comprising compounds of Formula I. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula I as well as a 

method of treating COX-2 mediated diseases comprising administration to 
a patient in need of such treatment of a non-toxic therapeutically 
effective amount of a compound of Formula I. ##STR1## The invention also 
encompasses certain pharmaceutical compositions for treatment of COX-2 
mediated diseases comprising compounds of Formula I. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In accordance with the present invention, there are provided conjugates 

of nitric oxide scavengers (e.g., dithiocarbamates, or "DC") and 
pharmacologically active agents (e.g., NSAIDs) . Invention conjugates 
provide a new class of pharmacologically active agents (e.g., 
anti- inflammatory agents) which cause a much lower incidence of 
side-effects due to the protective effects imparted by modifying the 
pharmacologically active agents as described herein. In addition, 
invention conjugates are more effective than unmodified 
pharmacologically active agents because cells and tissues contacted by 
the pharmacologically active agent (s) are protected from the potentially 
damaging effects of nitric oxide overproduction induced thereby as a 
result of the co-production of nitric oxide scavenger (e.g., 
dithiocarbamate) , in addition to free pharmacologically active agent, 
when invention conjugate is cleaved. 
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Lll ANSWER 2 9 OF 4 8 USPATFULL on STN 

AN 1999:19188 USPATFULL 

TI Indene inhibitors of COX-2 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides compounds of formula 1 having the structure 

##STR1## wherein: R.sup.l is hydrogen, halogen, alkyl, alkoxy, 
f luoroalkoxy, trif luoromethyl , alkyl thio, or SCF.sub.3 

R.sup.2 and R.sup.3 are each independently, hydrogen or alkyl, or 
R.sup.2 and R.sup.3 may be taken together to form a saturated cycloalkyl 
ring; and 

R.sup.4, R.sup.5, R.sup.6, R.sup.7 and R.sup.8 are each independently, 
hydrogen, alkyl, alkoxy, alkyl thio, alkyl sulf inyl , alkylsulf onyl , 
halogen, f luoroalkoxy , CF.sub.3, or SCF.sub.3 which are useful in the 
treatment of arthritic disorders, colorectal cancer, and 
Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula I as well as a 

method of treating COX-2 mediated diseases comprising administration to 
a patient in need of such treatment of a non-toxic therapeutically 
effective amount of a compound of Formula I. ##STR1## The invention also 
encompasses certain pharmaceutical compositions for treatment of COX-2 
mediated diseases comprising compounds of Formula I. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides compounds of formula I having the structure 

##STR1## wherein R is (CH . sub . 2 ) . sub . n COOR.sup.4 / 

R.sup.l is hydrogen, alkyl, alkenyl, alkynyl, alkylcycloalkyl , and 
alkoxyalkyl ; 

R.sup.4 is hydrogen or alkyl; 

R.sup.5, R.sup.6, R.sup.7, and R.sup.8 are each, independently, 
hydrogen, halogen, alkyl, alkenyl, alkynyl, alkoxy, arylalkoxy, 
f luoroalkoxy, alkylthio, alkylsulf inyl , alkylsulf onyl , cyano, nitro, 
--SCF.sub.3, --COR.sup.3, alkanoyloxy, hydroxy, trif luoromethyl , amino, 
alkylamino, dialkylamino , alkylamido, or alkylsulf onamido,- wherein at 
least one of R.sup.5, R.sup.6, R.sup.7, or R.sup.8 is cyano; 

R.sup.3 is alkyl, hydroxy, alkoxy, amino, alkylamino; 

X is --0-- or --C--; and 

n=l-4 

or a pharmaceutically acceptable salt thereof, which are useful in the 
treatment of arthritic disorders, colorectal cancer, and 
Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention encompasses the novel compound of Formula I useful in the 

treatment of cyclooxygenase-2 mediated diseases. ##STR1## The invention 
also encompasses certain pharmaceutical compositions for treatment of 
cyclooxygenase-2 mediated diseases comprising compounds of Formula I. 
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AB WO 9952562 A UPAB : 19991215 

NOVELTY - A method of inducing a cytocidal immune response against a 
preselected cell-type in a mammal comprising administering, an 
immunocon jugate comprising an antibody binding site capable of binding the 
preselected cell -type and a cytokine capable of inducing the immune 
response against the preselected cell type, and an angiogenesis 
inhibitor sufficient to enhance the immune response, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(1) a method of inducing a cytocidal immune response against a 
cancer cell in a mammal comprising administering to the mammal: 

(a) an immunocon jugate comprising an antibody binding site capable of 
binding the cancer cell and a cytokine capable of inducing the 

immune response against the tumor cell; and 

(b) an angiogenesis inhibitor selected from endostatin and 
angiostatin to enhance the immune response relative to immunoconjugate 
alone; and 

(2) a composition for inducing an immune response against a 
preselected cell -type in a mammal comprising in combination: 

(a) an immunoconjugate comprising an antibody binding site capable of 
binding the preselected cell -type and a cytokine capable of inducing an 



immune response against the preselected cell-type in the mammal; and 
(b) an angiogenesis inhibitor to enhance the immune 

response induced by the immunoconjugate of the combination relative to 

immunocon jugate alone. 

ACTIVITY - Cytostatic; antiviral. 
MECHANISM OF ACTION - Immunoconjugate. 

USE - The method can be used for inducing a cytocidal immune response 
against a preselected cell-type such as a cancer cell or a 
virus -infected cell (claimed) . 
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AN 1998-609965 [51] WPIDS 

CR 2000-339626 [29]; 2000-452130 [39]; 2000-452291 [39]; 2000-452303 [39]; 
2000-452304 [39]; 2000-452305 [39]; 2000-452306 [39]; 2000-452307 [39]; 
2000-452313 [39] ; 2000-475624 [41] 

AB WO 9847890 A UPAB : 20040421 

Substituted benzopyran derivatives (including aza, benzothiopyran, 
naphthalene and quinoline analogues) of formula (I) and their salts are 
new. X = O, S, CRcRd or NRa; Ra = H, 1-3C alkyl, optionally substituted 
phenyl- (1-3C) alkyl, acyl or carboxy- (1-6C) alkyl; Rb,Rc = H, 1-3C alkyl, 
phenyl- (1-3C) alkyl, 1-3C perf luoroalkyl , CI, 1-6C alkylthio, 1-6C alkoxy, 
N02, CN or cyano-(l-3C) alkyl; R = COOH, NH2CO, (1-6C) 

alkylsulphonylaminocarbonyl or (1-6C) alkoxycarbonyl ; R 1 1 = H, phenyl, 
thienyl or 2-6C alkenyl; Rl = 1-3C perf luoroalkyl , CI, 1-6C alkylthio, 
1-6C alkoxy, N02 , CN or 1-3C cyanoalkyl; R2 = H, halo, 1-6C alkyl, 2-6C 
alkenyl, 2-6C alkynyl, 2-6C haloalkynyl, aryl-(l-3C) alkyl, aryl-(2-6C) 
alkynyl, aryl-(2-6C) alkenyl, 1-6C alkoxy, methylenedioxy, 1-6C alkylthio, 
1-6C alkyl sulphinyl, aryloxy, arylthio, arylsulphinyl , heteroaryloxy , 1-6C 
alkoxy- (1-6C) alkyl, aryl-(l-6C) alkoxy, heteroaryl- (1-6C) alkoxy, 
aryl-(l-6C) alkoxy- (1-6C) alkyl, 1-6C haloalkyl, 1-6C haloalkoxy, 1-6C 
haloalkylthio, 1-6C haloalkylsulphinyl , 1-6C haloalkylsulphonyl , 1-3C 



haloalkyl- (1-3C) hydroxyalkyl , 1-6C hydroxy alky 1, hydroxy imino- (1-6C) 
alkyl, 1-6C alkylamino, arylamino, aryl- (1-6C) alkylamino, 

heteroarylamino, heteroaryl- (1-6C) alkylamino, N02 , CN, NH2 , NH2S02, 1-6C 
alkylaminosulphonyl , aryl ami no sulphonyl , heteroarylaminosulphonyl , 
aryl- (1-6C) alkylaminosulphonyl, heteroaryl- (1-6C) alkylaminosulphonyl, 
heterocyclylsulphonyl, 1-6C alkyl sulphonyl , aryl-(l-SC) alkyl sulphonyl , 
optionally substituted aryl, optionally substituted heteroaryl, 
aryl-(l-6C) alkylcarbonyl , heteroaryl- (1-6C) alkyl carbonyl , 
heteroarylcarbonyl, arylcarbonyl, NH2C0, 1-6C a lkoxy carbonyl , CHO, 1-6C 
haloalkylcarbonyl or 1-6C alkylcarbonyl; or R2 together with the ring to 
which it is attached forms naphthyl, quinolyl, isoquinolyl, quinolizinyl , 
quinoxalinyl or dibenzof uryl ; A1-A4 = C or N, provided that at least two 
are C-atoms. Alternatively in (I) : A1-A4 = C; X = 0, S or NRa; Ra = alkyl; 
R = COOH, NH2C0, alkylsulphonylaminocarbonyl or a lkoxy carbonyl ; Rl = 
haloalkyl, alkyl, aralkyl, cycloalkyl or aryl optionally substituted by 
alkylthio, N02 or alkyl sulphonyl; R2 = H, halo, alkyl, aralkyl, alkoxy, 
aryloxy, heteroaryloxy, aralkyloxy, heteroaralkyloxy , haloalkyl, 
haloalkoxy, alkylamino, arylamino, aralkylamino, heteroarylamino, 
heteroarylalkylamino , N02 , NH2 , aminosulphonyl , alkylaminosulphonyl , 
arylaminosulphonyl , heteroarylaminosulphonyl , aralkylaminosulphonyl , 
heteroaralkylaminosulphonyl , heterocyclosulphonyl , alkylsulphonyl , 
optionally substituted aryl, optionally substituted heteroaryl, 
aralkylcarbonyl, heteroarylcarbonyl, arylcarbonyl, aminocarbonyl or 
alkylcarbonyl; or R2 together with the ring to which it is attached forms 
naphthyl . 

USE - (I) are cyclooxygenase-2 (COX-2) 
inhibitors. They are useful for treating COX-2 mediated disorders, 
specifically inflammation, arthritis, pain and fever (all claimed) . 
Numerous COX-mediated disorders which may be treated are given in the 
disclosure, including e.g. rheumatoid arthritis, systemic lupus 
erythematosus, asthma, bronchitis, menstrual cramps, hepatitis, psoriasis, 
eczema, post-operative inflammation, Crohn's disease, gastritis, irritable 
bowel syndrome, migraine, aplastic anaemia, Hodgkin ' s disease, myasthenia 
gravis, multiple sclerosis, gingivitis, nephritis, retinitis, 
conjunctivitis, Alzheimer's disease, CNS damage due to stroke or 
ischaemia, allergic rhinitis, pain of numerous types, dementia, 
inflammation-related cardiovascular disorders (e.g. vascular disease, 
coronary artery disease, aneurysm, arteriosclerosis, atherosclerosis, 
myocardial infarction, embolism, stroke, thrombosis and angina) and 
angiogenesis-related disorders (e.g. neoplasia, cancer, 
metastasis, corneal graft rejection, diabetic retinopathy, glaucoma, 
gastric ulcers and endometriosis) . 

ADVANTAGE - (I) selectively inhibit COX-2 over COX-1. They are safer 
and have less side-effects than conventional NSAID 1 s . 
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ADT WO 9841511 Al WO 1998-CA233 19980312; AU 9864913 A AU 1998-64913 19980312; 
US 6004960 A Provisional US 1997-40791P 19970314, US 1998-42174 19980313; 
EP 975604 Al EP 1998-910544 19980312, WO 1998-CA233 19980312; JP 
2001514669 W JP 1998-539982 19980312, WO 1998-CA233 19980312; AU 738727 B 
AU 1998-64913 19980312 

FDT AU 9864913 A Based on WO 9841511; EP 975604 Al Based on WO 9841511; JP 

2001514669 W Based on WO 9841511; AU 738727 B Previous Publ . AU 9864913, 
Based on WO 9841511 

PRAI GB 1997-7487 19970414; US 1997-40791P 19970314; 

US 1998-42174 19980313 

AN 1998-531549 [45] WPIDS 

AB WO 9841511 A UPAB : 19981111 

Pyridazinone derivatives of formula (I) are new: X = a bond, (CH2)m, CO, 
0, S or NR5; m = 1-2; Rl = Me, NH2 or NHCOCF3 ; R2 = (CR6R7)nR8; n = 0-2; 
R6, R7 = H, 1-10C alkyl or 1-10C fluoroalkyl; R3 , R8 = 1-lOC alkyl, Ph or 
naphthyl (both optionally substituted by 1-3 of halo 1-10C alkoxy, 1-10C 
alkylthio, CN, 1-6C fluoroalkyl, 1-10C alkyl or N3) or heteroaryl 
comprising a monocyclic 5 membered aromatic ring optionally containing one 
of S, 0 and N and optionally 1-3 additional N atoms or a 6 membered ring 
containing IN and optionally 1-3 additional N atoms (both optionally 
substituted by halo, 1-10C alkoxy, 1-10C alkylthio, CN, 1-6C fluoroalkyl, 
1-10C alkyl or N3) ; R4 = H, halo or 1-6C alkyl and R5 = H or 1-6C alkyl. 

36 Compounds (I) are specifically claimed e.g: 5- (4 -methylsulphonyl) - 
phenyl -2 -phenyl -4 -phenyl -2H-pyridazin- 3 -one . 

USE - (I) are cyclooxygenase inhibitors which selectively inhibit 
COX-2 over COX-1 and are useful for treatment of disorders susceptible to 
treatment with COX-2 inhibitors and/or non 

steroidal antiinflammatory drugs (NSAIDs) , particularly pain, fever and 
inflammation of conditions including rheumatic fever, symptoms associated 
with influenza or other viral infections, common cold, low back and neck 
pain, dysmenorrhoea, headache, toothache, sprains and strains, myositis, 
neuralgia, synovitis, arthritis, including rheumatoid arthritis, 
degenerative joint diseases (osteoarthritis) , gout and ankylosing 
spondylitis, bursitis, burns, injuries, following surgical and dental 
procedures. (I) also inhibit cellular neoplastic transformations and 
metastatic tumour growth and can be used in the treatment of 
cancer. (I) are also used to treat and/or prevent COX-mediated 
proliferative disorders such as may occur in diabetic retinopathy and 
tumour angiogenesis . (I) also inhibit prostanoid- induced smooth 
muscle contraction by preventing synthesis of contractile prostanoids and 
are useful in the treatment of dysmenorrhoea, premature labour, asthma 
and eosinophil related disorders. (I) are also useful in the treatment of 
Alzheimer's disease and for prevention of bone loss (treatment of 
osteoporosis) and treatment of glaucoma. (I) are useful as alternatives to 
conventional NSAIDs, particularly where NSAIDs are contraindicated e.g. in 
patients with peptic ulcers, gastritis, regional enteritis, ulcerative 
colitis, diverticulitis or with a recurrent history of gastrointestinal 
lesions, gastrointestinal bleeding, coagulation disorders including 
anaemia such as hypoprothrombinaemia, haemophilia or other bleeding 
problems, kidney disease and those prior to surgery or taking 
anticoagulants. (I) can be coadministered with other active agents. The 
dosage of (I) is 0.01-140 mg/kg/day orally, topically, parenterally , by 
inhalation spray or rectally. The dosage for treating inflammation is 
0.01-50 mg/kg/day. 
Dwg .0/0 
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1998-458786 [40] 
DNC C1998-156556 

TI New (methylsulphonyl) phenyl -2- (5H) -furanone derivatives - are selective 
cyclooxygenase 2 inhibitors, useful as antiinflammatory, antipyretic and 
analgesic agents. 

DC B03 

IN GRIMM, E; LEBLANC, Y; LEGER, S ; ROY, P; WANG, Z 

PA (MERI) MERCK FROSST CANADA & CO; (MERI) MERCK FROSST CANADA INC 
CYC 81 

PI WO 9841516 Al 19980924 (199844)* EN 69<-- 

RW: AT BE CH DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW NL OA 
PT SD SE SZ UG ZW 

W: AL AM AU AZ BA BB BG BR BY CA CN CU CZ EE GE GW HU ID IL IS JP KG 
KR KZ LC LK LR LT LV MD MG MK MN MX NO NZ PL RO RU SG SI SK SL TJ 
TM TR TT UA US UZ VN YU 
AU 9867142 A 19981012 (199907) <-- 

EP 970067 Al 20000112 (200008) EN 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU NL PT SE 
US 6071954 A 20000606 (200033) 

JP 2001514668 W 20010911 (200167) 72 
AU 741981 B 20011213 (200210) 

EP 970067 Bl 20030702 (200345) EN 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU NL PT SE 
DE 69816047 E 20030807 (200359) 

ES 2201466 T3 20040316 (200424) 

ADT WO 9841516 Al WO 1998-CA225 19980312; AU 9867142 A AU 1998-67142 19980312; 
EP 970067 Al EP 1998-912164 19980312, WO 1998-CA225 19980312; US 6071954 A 
Provisional US 1997-40794P 19970314, US 1998-42168 19980313; JP 2001514668 
W JP 1998-539978 19980312, WO 1998-CA225 19980312; AU 741981 B Div ex AU 
1996-71236 19961009, Div ex AU 1996-72736 19961029, AU 1998-67142 
19980312; EP 970067 Bl EP 1998-912164 19980312, WO 1998-CA225 19980312; DE 
69816047 E DE 1998-616047 19980312, EP 1998-912164 19980312, WO 1998-CA225 
19980312; ES 2201466 T3 EP 1998-912164 19980312 

FDT AU 9867142 A Based on WO 9841516; EP 970067 Al Based on WO 9841516; JP 

2001514668 W Based on WO 9841516; AU 741981 B Div ex AU 703871, Div ex AU 
711902, Previous Publ . AU 9867142, Based on WO 9841516; EP 970067 Bl Based 
on WO 9841516; DE 69816047 E Based on EP 970067, Based on WO 9841516; ES 
2201466 T3 Based on EP 970067 

PRAI GB 1997-7488 19970414; US 1997-40794P 19970314; 

US 1998-42168 19980313 

AN 1998-521151 [44] WPIDS 

CR 1994-217755 [26]; 1995-051970 [07]; 1995-172512 [23]; 1995-255022 [33]; 
1996-221734 [22]; 1997-245037 [22]; 1997-280687 [25]; 1997-435662 [41]; 
1998-458786 [40] 

AB WO 9841516 A UPAB : 20040408 

Methyl sulphonyl ) phenyl -2 - (5H) -furanone derivatives of formula (I) are 
new: R = 1-12C alkyl substituted by 1-3 Q, or 2-10C alkenyl 2-10C 
alkynyl, 3-12C cycloalkenyl or 5-12C cycloalkynyl (all optionally 
substituted by 1-3 Q) ; Q = F, Cl, Br, I, OH, CF3 , 3-6C cycloalkyl, 0, 
dioxolane or CN; Rl = Me, NH2 , NHCOCF3 or NHMe ; R2 , R3 = H or 1-10C alkyl; 
or CR2R3 = 3-7C saturated monocyclic ring. 

USE - (I) are cyclooxygenase inhibitors which selectively inhibit 
COX-2 over COX-1 and are useful for treatment of disorders susceptible to 
treatment with COX-2 inhibitors and/or 

NSAIDs, eg rheumatic fever, symptoms associated with influenza or other 
viral infections, common cold, low back and neck pain, dysmenorrhoea, 
headache, toothache, sprains and strains, myositis, neuralgia, synovitis, 
arthritis, including rheumatoid arthritis, degenerative joint diseases 
(osteoarthritis), gout and ankylosing spondylitis, bursitis, burns, 
injuries, following surgical and dental procedures. In addition the 
compounds inhibit cellular neoplastic transformations and metastatic 
tumour growth and can be used in the treatment of cancer. They 
may also be used to treat and/or prevent COX-mediated proliferative 
disorders such as may occur in diabetic retinopathy and tumour 



angiogenesis . (I) also inhibit prostanoid- induced smooth muscle 
contraction by preventing synthesis of contractile prostanoid s and are 
useful in the treatment of dysmenorrhoea, premature labour, asthma and 
eosinophil related disorders. (I) are also useful in the treatment of 
Alzheimer's disease and for prevention of bone loss (treatment of 
osteoporosis) and treatment of glaucoma. By virtue of their high 
selectivity for COX-2 over COX-1, (I) are useful as alternatives to 
conventional NSAIDs, particularly where NSAIDs are contraindicated eg in 
patients with peptic ulcers, gastritis, regional enteritis, ulcerative 
colitis, diverticulitis or with a recurrent history of gastrointestinal 
lesions, GI bleeding, coagulation disorders including anaemia such as 
hypoprothrombinaemia, haemophilia or other bleeding problems, kidney 
disease and those prior to surgery or taking anticoagulants. (I) can be 
coadministered with other active agents. 
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TI 3 -phenyl furanone derivatives and their analogues - are specific 

cyclooxygenase-2 inhibitors, useful for treating pain and inflammatory 
disorders . 

DC BOS 

IN BELLEY, M; BLACK, C; GAUTHIER, J Y; GRIMM, E; LAU, C; LEBLANC, Y; LI, C; 

PRASIT, P; ROY, P; THERIEN, M; LAU, C K; THIEREN, M 
PA (MERI) MERCK FROSST CANADA INC; (MERI) MERCK FROSST CANADA & CO 
CYC 76 
PI 

LS LU MC MW NL OA PT SD 

GE HU IL IS JP KG KR KZ 
PL RO RU SG SI SK TJ TM TR TT 
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ES 2187675 T3 20030616 (200345) 

HU 222785 Bl 20031028 (200379) 

CA 2233178 C 20031223 (200404) EN 

ADT WO 9714691 Al WO 1996-CA682 19961009; ZA 9608609 A ZA 1996-8609 19961011; 
AU 9671236 A AU 1996-71236 19961009; NO 9801628 A WO 1996-CA682 19961009, 
NO 1998-1628 19980408; EP 863891 Al EP 1996-932417 19961009, WO 1996-CA682 
19961009; CZ 9801101 A3 WO 1996-CA682 19961009, CZ 1998-1101 19961009; SK 
9800450 A3 WO 1996-CA682 19961009, SK 1998-450 19961009; JP 11500146 W WO 
1996-CA682 19961009, JP 1997-515371 19961009; CN 1200119 A CN 1996-197609 
19961009; AU 703871 B AU 1996-71236 19961009; HU 9802506 A2 WO 1996-CA682 
19961009, HU 1998-2506 19961009; US 5981576 A Provisional US 1995-5371P 
19951013, Provisional US 1996-11637P 19960214, CIP of US 1996-728512 
19961009, US 1998-97537 19980615; BR 9611015 A BR 1996-11015 19961009, WO 
1996-CA682 19961009; US 6020343 A Provisional US 1995-5371P 19951013, 
Provisional US 1996-11637P 19960214, CIP of US 1996-728512 19961009, US 
1998-97543 19980615; NZ 319090 A NZ 1996-319090 19961009, WO 1996-CA682 
19961009; MX 9802836 Al MX 1998-2836 19980408; NZ 332820 A Div ex NZ 
1996-319090 19961009, NZ 1996-332820 19961009; KR 99064265 A WO 1996-CA682 
19961009, KR 1998-702755 19980413; US 6169188 Bl Provisional US 1995-5371P 
19951013, Provisional US 1996-11637P 19960214, CIP of US 1996-728512 
19961009, Div ex US 1998-97543 19980615, US 1999-422151 19991021; JP 
2001199954 A Div ex JP 1997-515371 19961009, JP 2000-366579 19961009; TW 
426679 A TW 1996-112463 19961012; IL 123699 A IL 1996-123699 19961009; JP 
3337476 B2 WO 1996-CA682 19961009, JP 1997-515371 19961009; SK 282639 B6 
WO 1996-CA682 19961009, SK 1998-450 19961009; EP 863891 Bl EP 1996-932417 
19961009, WO 1996-CA682 19961009; DE 69625374 E DE 1996-625374 19961009, 
EP 1996-932417 19961009, WO 1996-CA682 19961009; KR 354940 B WO 1996-CA682 
19961009, KR 1998-702755 19980413; ES 2187675 T3 EP 1996-932417 19961009; 
HU 222785 Bl WO 1996-CA682 19961009, HU 1998-2506 19961009; CA 2233178 C 
CA 1996-2233178 19961009, WO 1996-CA682 19961009 

FDT AU 9671236 A Based on WO 9714691; EP 863891 Al Based on WO 9714691; CZ 
9801101 A3 Based on WO 9714691; JP 11500146 W Based on WO 9714691; AU 
703871 B Previous Publ . AU 9671236, Based on WO 9714691; HU 9802506 A2 
Based on WO 9714691; BR 9611015 A Based on WO 9714691; NZ 319090 A Based 
on WO 9714691; NZ 332820 A Div ex NZ 319090; KR 99064265 A Based on WO 
9714691; US 6169188 Bl Div ex US 6020343; IL 123699 A Based on WO 9714691; 
JP 3337476 B2 Previous Publ. JP 11500146, Based on WO 9714691; SK 282639 
B6 Previous Publ. SK 9800450, Based on WO 9714691; EP 863891 Bl Based on 
WO 9714691; DE 69625374 E Based on EP 863891, Based on WO 9714691; KR 
354940 B Previous Publ. KR 99064265, Based on WO 9714691; ES 2187675 T3 
Based on EP 863891; HU 222785 Bl Based on WO 9714691; CA 2233178 C Based 
on WO 9714691 

PRAI GB 1996-5645 19960318; US 1995-5371P 19951013; 

GB 1996-2939 19960213; US 1996-11637P 19960214; 

US 1996-728512 19961009; US 1998-97537 19980615; 

US 1998-97543 19980615; US 1999-422151 19991021 

AN 1997-245037 [22] WPIDS 

CR 1994-217755 [26]; 1995-051970 [07]; 1995-172512 [23]; 1995-255022 [33]; 
1996-221734 [22]; 1997-280687 [25]; 1997-435662 [41]; 1998-458786 [40]; 
1998-521151 [44] 

AB WO 9714691 A UPAB : 20040115 

3 -phenyl -furanone derivatives and their sulphonamide , phosphonamide, 
phosphinate, or other analogues, of formula (I), and their salts, are new. 
Y = 0, S, CO, or CR11R12; X = CH2 , CO, CHOH, O, S, or NR15, provided that, 
when R3, R4 are other than both H or both alkyl, or CR3R4 together forms a 
ring, then X = CO, 0, S, or NR15; Rl = S02Me, S02NR16R17, S02NHCOCF3 , 
SO(NH)NH2, SO(NH)NHCOCF3, PO(NH2)Me, or POMe2 ; R2 = 1-10C alkyl, phenyl or 
naphthyl (both optionally substituted by 1-3 of J, COOH, 2-11C 
alkoxycarbonyl , (CR5R6) -O- (1-4C alkyl), (1-6C alkyl)COOR5, benzyloxy, 
0-(l-6C alkyl)COOR5, or 0- (1-6C alkyl) NR5R6) , or Hetl, Het2 , Het3, Het4, 
or Bcb; Hetl = 5- or 6- membered monocyclic heteroaryl containing one O, 
S, or N atom and optionally 1-3 additional N atoms (optionally substituted 
by 1-3 of J, CF3, or (CR5R6) -O- (1-10C alkyl)); Het2 = benzoheterocyclyl 
with a 5-7 membered hetero ring, containing 1 or 2 atoms from O, S, N, and 



optionally also a CO or S02 group (optionally containing 1 or 2 
substituents as for Hetl) ; Het3 = 8-10 membered bicyclic heteroaryl, both 
rings having heteroatom (s) , containing 2-5 atoms from N, O, S (optionally 
substituted by 1 or 2 substituents as for Hetl) ; Het4 = 5-7 membered 
heterocycloalkyl , optionally containing a CO or S02 group; Bcb = 
benzocarbocyclyl with a 5-7 membered carbocyclyl ring containing 
optionally a CO group (optionally substituted by 1 or 2 substituents as 
for Hetl); R3 = H, 1-10C alkyl, CH20R7, cyano, cyanomethyl , CON(R7)2, F # 
1-6C fluoroalkyl, or phenyl, benzyl, heteroaryl, or heteroarylmethyl (all 
optionally substituted as for Hetl) ; R4 = H, 1-10C alkyl, alkoxy, or 
alkylthio, OH, OCOR7 , SH, SCOR7 , 0C00R8 , SC00R8 , 0C0N(R7)2, SCON(R7)2 or 
1-6C fluoroalkyl; or CR3R4= 3-7C cycloalkyl; R5 , R6 = H or 1-10C alkyl; or 
CR5R6 together = 3-7C cycloalkyl; R7 = H, 1-6C alkyl, or phenyl or benzyl 
(both optionally monosubstituted by halo, cyano, CF3 , or 1-6C alkyl, 
alkoxy, or alkylthio); or N(R7)2 = 5-7 membered saturated azacyclyl; R8 = 
as for R7, excluding H; R9, RIO = H or 1-7C alkyl; or CR9R10 = CO or CS; 
Rll, R12 = H, 1-7C alkyl, CH20R7, cyano, cyanomethyl, 1-6C fluoroalkyl, F, 
0R7, or phenyl, benzyl, heteroaryl, or heteroarylmethyl (all optionally 
mono- or di- substituted by halo, 1-6C alkyl, alkoxy, or alkylthio, cyano, 
CF3, azido, (CR13R14 ) -OH, (CR13R14) -0- (1-4C alkyl), or 1-6C fluoroalkyl; 
or R13+R14 = 3-7C cycloalkyl; R13, R14 = H or 1-7C alkyl; or CR13R14 = CO, 
CS, or 3-7C cycloalkyl; R15 = H, or as R2 , excluding Bcb, except that the 
substituent (CR5R6) -0-alkyl in phenyl, naphthyl, and Het3 is limited to 
1-4C alkyl; and R16, R17 = H, 1-10C alkyl, alkanoic acid, or alkylamine, 
or phenyl or benzyl (both optionally monosubstituted by halo, or 1-10C 
alkyl, alkoxy, alkylthio, alkanoic acid, or alkylamine, or cyano, COOH, or 
CF3) ; or NR16R17 = 5-7 membered saturated azacyclyl, optionally containing 
an additional 0, S, or NR5 ; J = halo, 1-10C alkoxy, 1-10C alkylthio, CN, 
1-6C fluoroalkyl, 1-10C alkyl, N3 , C02H or CO2-1-10C alkyl. 

USE - (I) are cyclooxygenase (COX) inhibitors, selective for COX-2 in 
preference to C0X-1. They are of use for relief of pain, inflammation, and 
fever in a variety of conditions, with a profile similar to that of 
non-steroidal antiinflammatory drugs (NSAIDs) . Examples are treatment of 
rheumatic fever, symptoms associated with influenza, other viral 
infections, or common cold; ache in back, neck, head, or teeth, sprains, 
strains, or other injuries, dysmenorrhoea, myositis, neuralgia, synovitis, 
rheumatoid arthritis, osteoarthritis, gout, ankylosing spondylitis, 
bursitis, burns, or after surgical or dental procedures. (I) may also 
inhibit cellular neoplastic change and metastases and be of use in 
treatment of cancer; COX-mediated proliferative disorders, 
including diabetic retinopathy and tumour angiogenesis; of 
premature labour, asthma, eosinophil mediated disorders, Alzheimer's 
disease, prevention of bone loss in osteoporosis, particularly in 
post -menopausal women, and treatment of glaucoma. 

ADVANTAGE - As selective COX-2 inhibitors 
, (I) should have less renal or gastrointestinal toxicity, effect on 
bleeding times than the NSAIDs. (I) should also have less tendency to 
induce asthma attacks in aspirin sensitive subjects. 
Dwg. 0/0 
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TI New N-benzyl-indolyl -propanoic acid derivs . - are selective 

cyclo-oxygenase-2 inhibitors, especially useful as antiinflammatory agents with 
reduced side-effects. 

DC B02 

IN BLACK, C; DUCHARME, Y; GAUTHIER, J; GUAY, D; HAMEL, P; LAU, C K; LEBLANC, 

Y; ROY, P; GAUTHIER, J Y 
PA (MERI) MERCK FROSST CANADA INC 
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PI WO 9637469 Al 19961128 (199702)* EN 94<-- 

RW: AT BE CH DE DK EA ES FI FR GB GR IE IT KE LS LU MC MW NL OA PT SD 
SE SZ UG 



W: AL AN AU AZ BB BG BR BY CA CN CZ EE GE HU IS JP KG KR KZ LK LR LT 
LV MD MG MK MN MX NO NZ PL RO RU SG SI SK TJ TM TR TT UA US UZ VN 
AU 9656832 A 19961211 (199713) <-- 

US 5604253 A 19970218 (199713) 29<-- 

ADT WO 9637469 Al WO 1996-CA326 19960521; AU 9656832 A AU 1996-56832 19960521; 
US 5604253 A US 1995-445624 19950522 

FDT AU 9656832 A Based on WO 9637469 

PRAI US 1995-445624 19950522 

AN 1997-021121 [02] WPIDS 

AB WO 9637469 A UPAB : 19970108 

N-Benzyl-2 -methylindol-3 -yl propanoic acid derivs . of formula (I) and 
their salts are new.Q = OR or NR9R10; R = H or 1-4C alkyl; Rl = OMe, 
OCH2F, OCHF2 , F, CI, Br, I, Me or Et ; R2-R5 = H, F, Me, Et, CF3 , CHF2 , 
CFH2 , OH, OR8, SR8, SOR8 , S02R8 , benzyl (opt. mono- or disubstd. by Y') or 
naphthylmethyl ; or R2 + R3 or R4 + R5 = O; or two of R2-R5 together 
complete a 3-7 membered saturated monocyclic hydrocarbon ring; R6 = H or F ; 
R7 = Br, CI, I, SMe, SEt or SCF2H; R8 = Me, Et or benzyl (opt. mono- or 
disubstd. by Y) ; R9, R10 = H, 1-3C alkyl, OR, COR11 or S02R12 ; 2-4C alkyl 
monosubstd. (on a C other than that attached to the N) by OH, NH2 , NHMe or 
N(Me)2; or phenyl, benzyl or pyridyl , all opt. mono- or disubstd. by Y; or 
NR9R10 =3-7 membered opt. unsatd. monocyclic heterocycle, opt. containing 1 
or 2 additional heteroatom (s) selected from N, O and S and opt. containing 1 
or 2 CO or S02 gps . ; Rll = H, 1-4C alkyl, CF3 or phenyl or benzyl (both 
opt. mono- or disubstd. by Y) ; R12 = as Rll but not H; Y = CF3 , CN, F, CI, 
Br, I or 1-6C alkyl; Y' = as for Y or SR8, SOR8 or S02 R8; provided that 
if Q = OR, Rl = OMe and R2-R6 = H, then R7 is other than CI. 

USE - (I) are cyclooxygenase (COX) inhibitors which selectively 
inhibit COX-2 in preference to COX-1, and are used for treating 
COX-mediated and inflammatory disease (all claimed) . They may be used for 
treating inflammatory diseases susceptible to treatment with NSAID ' s , 
specifically in patients in which NSAID 1 s are contraindicated (claimed). 
As selective COX-2 inhibitors, (I) have 

similar antiinflammatory, analgesic and antipyretic activity to 
conventional NSAID 1 s , and additionally inhibit hormone -induced uterine 
contractions, have potential anticancer effects, inhibit bone resorption 
(useful in the treatment of osteoporosis) and are useful in treatment of 
Alzheimer's disease. Typically (I) are used for: (i) relief of pain, fever 
and inflammation, e.g. associated with rheumatic fever, influenza or other 
viral infections, common cold, low back and neck pain, dysmenorrhoea, 
headache, toothache, sprains and strains, myositis, neuralgia, synovitis, 
arthritis, degenerative joint diseases, osteoarthritis, gout, ankylosing 
spondylitis, bursitis, burns, injuries or dental or surgical procedures; 
(ii) inhibiting prostanoid- induced smooth muscle contractions, e.g. in 
treatment of dysmenorrhoea, premature labour, asthma and eosinophil 
related disorders; (iii) inhibiting neoplastic transformations and 
metastatic tumour growth in the treatment of cancer; and (iv) 
treating COX-mediated proliferative disorders such as diabetic retinopathy 
and tumour angiogenesis . 

ADVANTAGE - (I) have reduced side -effects compared with conventional 
NSAID 1 s , especially reduced potential for gastrointestinal toxicity or renal 
side-effects, reduced effect on bleeding times and possibly lessened 
ability to induce asthma attacks in aspirin-sensitive asthmatic patients. 
Dwg. 0/0 

ABEQ US 5604253 A UPAB: 19970326 

A compound of formula (I) or a pharmaceutically acceptable salt thereof, 
where Q is (a) -OR or (b) -NR9R10; R is (a) -H or (b) -Cl-4 alkyl; Rl is 

(a) -OCH3, (b) -0CH2F, (c) -OCHF2, (d) F, CI , Br or I , or (e) methyl or 
ethyl; R2, R3 , R4 and R5 are (a) H, (b) F, (c) methyl or ethyl, (d) -CF3, 
CF2H, or CFH2, (e) -OH, OR8 , SR8 , S(0)R8, or S(0)2R8, (f) mono- or 
di-substituted benzyl, wherein the substituent is (1) H, (2) CF3 , (3) CN, 

(4) F, CI, Br or I, (5) Cl-6alkyl, (6) SR8 , S(0)R8, or S(0)2R8, (g) 
naphthylmethyl, or R2 together with R3 form an oxo group; or R4 together 
with R5 form an oxo group; or R2 and R3 , or R2 and R4 , or R2 and R5, or R3 
and R4, or R3 and R5, or R4 and R5 are joined so that together with the 



carbon atom to which they are attached there is formed a saturated 
monocyclic hydrocarbon ring of 3, 4, 5, 6 or 7 members; R6 is H or F; R7 
is (a) Br, Cl or I, (b) SMe, SEt, or SCF2H; R8 is methyl, ethyl or mono- 
or di-substituted benzyl, wherein the substituent is (1) H, (2) CF3 , (3) 
CN, (4) F # Cl, Br or I, (5) Cl-6alkyl; R9 and RIO are independently (a) 
H, (b) -Cl-3 alkyl, (c) -OR, (d) -C(0)R11, (e) -S(0)2R12, (f) 
mono-substituted C2-4 alkyl wherein the substituent is selected from (1) 
hydroxy, (2) amino, (3) methylamino, and (4) dimethylamino, provided that 
said substituent is located on a carbon of C2-4 alkyl other than the one 
attached to the nitrogen of -NR9R10, (g) phenyl, benzyl or pyridyl 
optionally mono- or di-substituted, the substituents are (1) hydrogen, (2) 
CF3, (3) CN, (4) F, Cl , Br or I , (5) Cl-6alkyl; or R9 and RIO are joined 
so that together with the nitrogen atom to which they are attached there 
is formed a saturated or unsaturated monocyclic ring of 3 , 4, 5, 6, or 7 
members, optionally containing one or two additional heteroatoms, said 
heteroatoms independently selected from N, 0 and S, said ring optionally 
containing one or two carbonyl or sulfonyl groups; 

Rll is (a) H, (b) Cl-4 alkyl, (c) CF3 , (d) phenyl or benzyl 
optionally mono- or di-substituted, the substituents are (1) hydrogen, (2) 
CF3, (3) CN, (4) F, Cl , Br or I, (5) Cl-6alkyl; R12 is (a) -Cl-4 alkyl, 
(b) -CF3, (c) phenyl or benzyl optionally mono- or di-substituted, the 
substituents are (1) hydrogen, (2) CF3 , (3) CN, (4) F, Cl, Br or I, (5) 
Cl-6alkyl; 

with the proviso that when Q is OR and Rl is OMe and R2 , R3 , R4 , R5 
and R6 are simultaneously hydrogen, R7 is other than Cl . 
Dwg .0/0 
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AB Cyclooxygenase (COX) is the enzyme catalysing oxidation of arachidonic 
acid to hydroperoxy endoperoxide (PGG2) and its subsequent reduction to 
hydroxy endoperoxide (PGH2) . It is thus an important therapeutic target 
for the modulation of the prostaglandin pathway. Recent studies have 
demonstrated the existence of a second isoform of COX. Both the isoforms 
have a molecular weight of 71K with 63% amino acid homology. The human 
COX-2 gene is however a 8.3Kb small immediate early gene and is induced by 
most of the stimuli associated with inflammation. COX-2 has thus been 
implicated in pathological roles of COX while constitutive COX-1 is said 
to be involved in physiological functions. Indeed, COX-2 has now been 
associated with inflammation, hyperalgesia, angiogenesis , 
neuromodulation, cancer and Alzheimer's disease, giving rise to 
the opportunity of modulating these conditions with selective inhibitors 
of COX-2. The recent X-ray structural analysis for COX-2 has paved the 
way for development of a whole new range of agents with selectivity for 
this isoform, thereby sparing the physiological functions. Here in this 
review, an attempt has been made to elucidate the role of COX-2 in these 
conditions and to evaluate the various COX-2 

inhibitors that are in different stages of development or are 
presently available. From the present knowledge of COX-1 and COX-2 an 
effort has been made to reclassify NSAIDs based on the selectivity in 
inhibiting the isoforms. 
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AB Increased prostaglandin (PG) production is associated with many 

inflammatory pathophysiological conditions; it is derived from arachidonic 
acid by either of two enzymes: cyclooxygenase-1 or -2 (COX-1 or COX-2). In 
addition to its role in inflammation, recent work suggests COX-2 derived 
prostaglandins may play a pivotal part in the maintenance of tumour 
viability, growth and metastasis. In this review, we summarise the 
non-steroidal anti- inflammatory drug (NSAID) epidemiological evidence, 
studies demonstrating overexpression of COX-2 in multiple human tumours 
and the pharmacological evidence in animal models which also support this 
hypothesis. We also discuss the potential functional roles of COX-2 
activity during tumour igenes is , and speculate on the mechanism by which 
COX-2 inhibitors may exert their anticancer 
effects . 
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TI Thromboxane A2 is a mediator of cyclooxygenase -2 -dependent endothelial 

migration and angiogenesis 
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AB Cyclooxygenase -2 (COX-2) inhibitors reduce 

angiogenic responses to a variety of stimuli, suggesting that products of 
COX-2 may mediate critical steps. Thromboxane A2 (TXA2) is one of several 
eicosanoid products generated by activated human microvascular endothelial 
cells. Selective COX-2 antagonists inhibit TXA2 production, endothelial 
migration, and fibroblast growth factor-induced corneal 
angiogenesis. Endothelial migration and corneal 
angiogenesis are similarly inhibited by a TXA2 receptor 

antagonist, SQ29548. A TXA2 agonist, U46619, reconstitutes both migration 
and angiogenesis responses under COX-2 -inhibited conditions. 

These findings identify TXA2 as a COX-2 product that functions as a critical 
intermediary of angiogenesis. 
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AB Title compds. [I; R = H, CH3 ; R2 = H, F; R3 = H, CH3 ; Y = C(OEt), C(OMe), 
N, CH, C:0; Z = C, N; A = H; B = OEt, SEt, OPr, (E) -CH : CHCH3 , CH3 ; A-B = 
NHC(CH3):CH; CHN(CH3)CH, OC(CH3):CH, SC(CH3):CH, NHC(CH3):N, N:C(CH3)0, 
N:C(CH3)S, OC(CH3):N, SC(CH3):N, CH2N(CH3)CH, CHC (CH3 ) N : CH; dotted bond= 
single, double in relation to Y, Z, A, B] , pharmaceutical^ acceptable 
salts (sodium, potassium, calcium, magnesium) , tautomer, and esters 



thereof are prepared and compns . which contain such compds . and methods of 
use the compds. are presented and tested as inhibitors of COX-2. Thus, 
the title compound I (Y = C(OEt); Z = C; A = H; B = OEt; R = H; R2 = H;R3 
CH3; dotted bonds = double bonds) was prepared from 3 , 5 -diethoxyphenol in 
steps . 
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